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mmmcrMM] 

3t»H-**utiif**», lflBB2«*Sg{±TSiE«B£g|JtSSB!5*i. mflST^y^JS. 
&l>i:£{^ *flwOffltS?iJU fii^^t^ot, ^Ma^Tlgffit. falsetto 

[11*112] 

UlEiitttfcli. M*£=fctm*J: "3 «r& WA»6aB?S*i.SilMiffl 1 fcUBBw-r^ 
[ lf*H4] 

MrfBT^xfi, ^Ux-fMSP (pei ) . peek, pek, !Kyx;^y, 
* 0| J7y;u^y, j^ur/i^^x^*:^ ^'jx— -r^x/u* >\ tfv?x.—h<> 
;t^b\ iK^x-m/l'?^, 8±tf*;h^<afi^J: D£*1^6»KS#t4 

r 5 x ^ •/ 9 Tifm zti& wt&m i tciamo-xv ^ x . 

MriBT^xfi, iK'Jx-r/W SF (PEI) T-JfM^ii^lf^JMlKlBttOx^W 

x 0 

[ii*ii6] 

mris-fv x(± . ten - zmm-zzt tfflmv$> s m*ji i ^tetsjco^v * ^ 

x 0 

[ff*iR7] 

-fX. 
[ff*Il8] 

i ^lan^r^x, 

[11*1110] 

s pei, peek, ^yx/W^, r;t-5— ^AisiffXT- yv-^iHJ: O&SSMp&SI 



[0001] 
[0002] 

■«*psa*L<4v\ L«rutr^a*3r**. i^yti^^j; a^iis»f *>i 
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$>%^. 

[0003] 

J32&m& h tf o ?ztb iz TMcoifctifr tits * & ffi o . 3&>ol&a s- ^ 4 

[0004] 
[0005] 

ti^TiM)***^^**:*. Jll^^BTU<5S&fl£J]fiD2 0 
[0006] 

xAC0^*7t(iMJ!t(±, (aseptic) ( L^LMM ( s t e r i 1 e ) 

[0007] 
[0008] 

[f&B^iK] 
[0009] 

[0010] 
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[0011] 

U ®J5r tilers . ?£vv?\ ^X^Afej;V'-rVs--fxs0MSra3ftc^mMffi-ri>o 

[0012] 
[0013] 

^wmm i <nmmm * m 1 t^-r . fAMx2ii $ 1 6 1 n 2 o^jh 8 s 

8|:W^1 Ofcfc^r*-*. ^§nS7U Ofl %ti?ixmt£:h\M.m$:^-t& 3m%?> 

ftTB&ztix ^ & . m 1 «iS5E«fi^ frr &ss 1 1 2 1 , t,si«yv 

951 2^1^ISSlt@J;0^^v^2^fgSii:g**^^2^Mh^«^--S.„ s 

s^as i4ii»i ?>xm i2fcS2 «^ 1 6 1 tfxatEHs *u m 1 o^se 1 2 ten 

jS#SB 1 4 OittgjWS 1 coKSSttgteif L < , m 2 cdTvSP 1 6 (cBHBW- S jS^SP 1 

4 coieg^m 2 commmmzm l < «t a t . -e^ss tc«H t^^ccmh d tea s 

lHRW^S'rtltCJttH (progression) -f&CDtimt LV*. 
[0014] 

>-^>{±. jf! 1 05t3J^ittS13lT«lttS**-f -6^ 1 tf>Sfcfr2 0 t . *2tf>ft»tf)ilffla 
T^Il:@£*iri,|fl2^T5>'> ; >S52 2 fc, 1 4 fOBSGlFCfc 4 , Hl^T 

5^+f2 0 tl^2cor5>'x J rSE2 2 fc^HITJkfrtofc^9tC&£iK££#^*s 

>y> 1 8(1 ®F£@IS24F*]^ fc6^MJ&l*fcfctt&2tf>«S#2 0, 2 2 fit. &£>l*' 

S^MPgP2 6^t>^tf„ 
[0015] 

SS^ioC, *2«09II4}-2 2Wftiaai2 8«, &«TSMJ^fc*W-«35BRfr 
f3!J3 0£#if. 7"7>y>!l *fflt'fcl>^\ $:ft&VH^<0;&»<7>*f * 

crmww&z zfflmt&coizi$imztLZ> . 

[0016] 

coi— ;l-3 8£EBLT, BMifcliHftflflltcfcifcStr^v^-v 1 SOii^^gB^- 
fc?tl4<?3ia{cJBEflea^>'-^*3eiW4. ^§ix-§> J: d ^, ^-A-3 8f4S 4 0t#4 
tit. 
[0017] 

3S(i, ^Xf^<^9<^frfc*tf-£M4 6^ffM^So Tri-Clover (ffifS 
) Kft&ft, La d i s h (ftffi) ffift#m4^(4C 1 i c kC 1 amp (ffilf) 
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[0018] 

0 2 a . rasfiBtc &&01 s^-r 0T& s . m tmm^tm i h 0 2 

com*- t ilffl § *i s Pfi 0 . *ti £> (4 izfcfziiX v * 4 . 

[0019] 

02T'(4. 77>^li Hl^HMfflll^feH!lfc*MtjB16S<iTV^. 75^> 

tfOSHPgB2 4i-C<50a^4 8. 5:tW;fV^X2«±?S5 0 t TSSffl! 5 2 «@KM 
8l5aif*»(fc^4aU»2 6*J|«LTV^. J; 3 75yy+U, *AXn 7 f 

[0020] 

03(4. ±SS£«BKaJ5 4. <IO*£(4 ^Tfj f , *SiirFaflfWE»5 6 . £<9*£tt 
^-xi/i(i/7Xf 7 ^E^t^^ti^S l <ryfK4 X2 Z^tmxfoh . t>^4 
x2<7)7=>>=Jt7=>>=J6 0<7M\ l zmfoZKizmi&mii'->V58i>^tiX^h ( 9 
5>-T(4^0>S) „ 
[0021] 

04fc4tA'05(4. r^y^^t^S^'ffMSti-Tv^^iiOxy^W-xe i^mMBM 

coattSMfcliflWN&jK- h 6 2 fc-frtr. HMMMteiSSfi.* i d ic s /5 7 o 
com 1 <7)§fcfr6 8cD«jSSS6 6 S4. 7*4 X 6 1 ^T«W£±8&HWt»7 2 j&»S>WflW* 

. ^-b6 2{4. w^CTugo- cDnmzim^-hh^thx^fix^tifi 
. ^t^m^MiMcommco-hmxh ^ x & ± v\ 

[0022] 

2 fcT8Hft£aS6 4^ISfcSMtcB&iI£fl«-r4 J: 3 fc. 7?yy> 7 0«SlO» 
#6 80ftiIS6 6*qif7 2*»<3«*-fc»«SilT. 7^7 6tiJ:tfsK-h6 2 4T<?531» 
7 4£»T4, 
[0023] 

0 1 j&> 6 0 5 (c § a § i o (c . i>- /k£ fi M X<r>y x > i?-* Izmt-f h^h ifX % 

. 06(4. ^<-?^«y-;l/8 03!)Sr7yy>82(:M§^ i«y-;l/84^8 8 
[0024] 

07(4. y-7S^7yK (gl and) )V9 01fi^fo9 4<7)|*lMOS9 2 f*| 

mxfo&« 

[0025] 

08(4. K^-7t/9 OAS77yy>9 8«^9 1 IzmfcZtl, m<7)i>—lV9 6 

tm i o o rtcor 5 y ^> 9 s c§£# § n.T ^ 4 i t m->x (4 . 07 t m& 
ttztm^-tmx^h , 

[0026] 

fciettSfifcffiBwBijaafcortaj* 1 , ^v^im^ feiixf-p vnx-%. zxh $>& tub 
mmati. mnttmxiti$tZii&t:#>. yx-rA*Hvofira$tu vvossiLSrJ-wtftfSt 

<5>4V^3&»3&«*>*»4 i 3 1 . fc&acottfflffijSaW*^^ £>;fx4 £ t *>&4 . 
[0027] 
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idt, aRftWSaTfTIBHl 04*»&j*n*#ttl 0 214, -atcoi-p4)t«1iB8:oa»4 
fcttffljafflaSifcfciEjeflU 0 6 77yy>l 08(4. AiWMt&W 

W^<ni^£mWZti&B8tTTyh l l 0 r^-f-Xti. T-ryhfcPOaifc 

[0028] 
[0029] 

ffiJHflfete'T^-'f *3&iHHB3;h.4 fc§(4. T^W-t 1 0 8«ffi^l 1 2(5. H9 c ^ 

ff^M i otflfi«oia»*»^fl52<oiaa5i o e^^i&stfsit^ 
jd^t. ^-nmwffiB^^ u -y^f yytfemzz. <o 2^commi o e^T-r^N no 

UDflSE 1 0 6 cr>m*mtt& i t S . 
[0030] 

HI Oafi ^0H^*ffl^^Oft!l^llttff^^^HT'fel>, 010 afc^£fi 
[0031] 

H^) fci-oT^XT-AiCtgfig-f-So JJtV^-CffltaSOffiW-*. &WT\ HlOb(C^£ 

n&£nzm^i i2zmtk&W£T®mz-£&zbiz£'>x. f>^^^ntts. * 
at-^-itT. mm$i 1 e^^si^yi i4*>^-t<©jj6rtiinEs«T, #*t*:/i 1 

[0032] 

ffifflf*(=-fv^x^rai$fLS t «#i i 2(4. mi oc^^iat, r 

x>M 1 0£Hlc»iPl 0 65&»fe»2<?5Baail 0 6a^»»5«:k!Wi6Tft 

So 

[0033] 

hi i afcj^Hi i b(4. ito&m (mm *#*>«.#tf6r? 
x^v^awiijS'tBrc**. hi i a(4. m (*6frt*6«B<tfufc> {mizfo&# 

**^-HT*4. #^M$tLT^St #(4, i«^ffiL3tli«{4^. 4fci4-f<7)** 

*=flri^ik*^-ii:t:*4. Hi 1 b(i, HHfeffiWc*4#SiSU }«ft2fiTV^i: 
S THAI %7jk-tMX*$> h . 
[0034] 

HI 2 a(4. *|^C^ffl^rfgq?^ffi^>||SI^J|R*S^HTftft. Hi 2 a(C^§fx 

•&4 3(-. nm^a^ts® (^Htk) 3&»4>av\**«i i 3(4. -mni^twmmco 
a»*fc(4BasDnai5*fcJ4Hsm 106, t 1 os^it it^yrsw* 120* 
w^-s, 77^10 8)4 r^'-f x^M*-f-^mrt-iHgpi 0 6(7)1 •otsea^tLS^ 

lffy> 110. £&tf£#ll*fc{itlf OS&O (fold over) ^71 2 2 Sr 
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[0035] 

3^4 ifcT. 2 0^«^7"12 2(1 ffiffrfcl 2 0i>^CifeU. fife 

#«cl 2 0*»lfiSHi\ ±fcl±f^tHJ*i-S. 
[0036] 

flEffl«fc-r^-Y^3& 1 HHiS*t6i:Sli. ffl^l 1 214, 2 2**aB^4*^(i^ 

:/l2 2*»fl3-frs ftSftl2 0tI§ft, Hl2ctc^S*L-6J:dt:, ffvn 
1 o£si nomas 1 0 6*»£iR2tf>E!i»i oea^fcsws^iifcj&fnrii-cftft. 

[0037] 

±iEcoH«^^-rtL^ft#, 4£r{i}Unk LT , HI 3tSS3*i* ± 3 f^Mx 
±C0JK«Sfiil^» 13 0. i«±7?yy> 1 3 4W>4< k tfflftSfl 132. J3 it/ 
xcoSH** 1 3 6 LT , fVs'-f Xj^ffl!»?RJ|Rfc:»&^ k &*~tZkftT 

[0038] 

Hi ltZ.7jk£ti&-TJ<4 x<r>W<0ViMk Lt, Ml 6 Aco^faU 1 6 2 W#*§ia.. Hi 
AlZ^tl&Zmis— 4£0tffiffl$^4PE I , PEEK. T 

. &Wt\ fh^r^y^'t 1 6 6T"MjMLT. &Mfff$&&T&&t h . fgOftfcOfc^ 
[0039] 

£IEiro-ft;«)£Mk LTTBjjc-fS . EWi. (JSlTfcKW* ) iiST^Xf v^X" 
[0040] 

Hi 6 1 6 i (4. *^BH«fEHrtt*4ix4fi!!^n^^ ; S'T : vs--<x^^-rH'C-$) 

I16ali, HI 4 a»#iatttHMLT^^. **Ui, **180t, ffiffccOTv 1 
8 2F*It#4ix4T5>'> ?J r 1 8 1 kjt^JfjS^ftS. 77>y>it -eft* T^SW *<Z> 
TSlEfflloaO <Z>as#*i itX-e^Dfai 3 £8Efl31ffi8ftt~£SEK 1 8 5 .*#18 
0<P0®^aii3j;t/r5>-^> 1 8 lCiotll 8 3j5f*5Blfi$^4. HloSSS^Skte 
S=5r 9 . ?U 8 2 Ii7"7>-yt 18 1k H«fc3OTWfclfi*T2b 4 . *£ftl> «t 3 £. t 1 ' 
aMXII -t<?3iB)Efiaifc&ft. 7"5yy>18 1(±, J^l 8 2 £91 oji^V 

4 Jt{±Sa»OBHPa5 1 8 4 £■ . 
[0041] 

HI 6bll HI 6a<OKtK^Se«fifc*:S3KrEgT»*. i«»C14. 7?>y+ 
tf)#iMfc<Z>*. 1 8 5 b k Eft £j£ LTKJPSS 18 4b jWgj&SfvC ^1.. 
[0042] 

-v l 8 l ccoS±rlSR«4. — gsoxru ytfi 8 6 com^-t & . Hi 6 d£?S 

$ft4id£. 75yy>l 81cli ftl 8 2 c£9I^E4^LT. T^-f -X^Mfc^S 
. ?£^T\ »tta*7U 8 2c CSM^, SHPSB1 84 c*»6ilBH 8 5 c fciltTTSK 
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[0043] 

^181 ecoS±?l@P«i. ffiBfr^-y b 1 8 7<9fl2£3r$-S. Hi 6 f fc^Sftfi ± 3 
77yy>181 e(i, 7U 8 2 e fc^&^ftT, T^-f X*BBW-ft. SEffc 
#5* 1 8 2 e {ciWlai^s IfHPSP 1 8 4 e A>&£ffft 1 8 5 e 3r» tTTSMfJftStitfLi 

[0044] 

HI 6 g(4, ^^^^S^SHBKIII&S^Srrii*. £tf>SSf-TI4, 7"7>y> 1 8 1 
gi4, ffL/^[#"Cfi*18 0g^l8 2grtiW5rrtIfc»»tT, T^^SrlHfcU 
, ^KitSi^tSHtitS^iS. 1183gli, ^S*L4«fc-3C *ftco±^S§ 
fcii^r?^ 1 8 i gtM§ni.. 

[0045] 

HI 6hlt *#1 80h3^2o(0»iftl88aiiJ:V188b"CJp^S*iTV^S|lIR 
Sf^'-fX^t@tfcS„ 77>y+ 1 8 1 h{4, SS^Si-ifc. 7U 8 2h<7)g^> 
flfcr-g-SfU,. 7K§ixST7>-^>{i. Hiiea^*!.. S183hll 77Vy>18 
2h«0iLtaaBtiJ:V*fl*18 8bfc:J:o-CJgifiS*i.4. 4fc, ^SftS J: 3 fc, ±SE 
«MMj& j T?>'5^ 1 8 1 hfcSBK3*tTVV6. r^V^^WHWffll^^BBKffiai 
tEHK^i k , y'^yiS+rCOtim 1 8 5 h *#;g|5 18 8b c?)8H» 189k SE?fl LT , 

[0046] 

HI 6 Hi, HJCiSftfOffil^Se**^HT»4. iiTll. T5>y> 1 8 1 Hi, 
SI 9 OtiiVSHl 9 1 tCj^T^MM 8 0 i <T)ft\ 8 2 i tcftft $*TC V^S „ 77> 

y>i8n 36*, *oMMiatni«E-ri> k , mm&. ft 1 s 2 i ji-^t, ransp 1 8 
4 i 1 8 5 i catft* ~ k a . 

[0047] 

hi 7(±, is«-^*MiSE^»f s loc^ftfitpsrffljsfetitsfts^B^^^x 

7n$;fxS4 3(c, H3 t^;§fLl>^f4ff^^l*fBlM7 ; '^'-YX2 00l± 
, Zcr>m.ffi (^H^) W-jT, ^Stil>»Jlffi«2 0 6±co tt^j ]R#**!0*nS Bf 
8M[2 0 4(£SgRS*i4. 77V72 0 2I1 Xfc i V1BW2 0 6 iOBBeeiVSf 

2 1 0 fcflfttSfu -?-ix* t JRJ6S2 1 2fcS8tt3*i4. ttffltdRLT, fV^72 0 0(± 
ffliWiSt&D, fi-^2 1 o#,fctflB2 1 2#*ftfcJ8tt;3;h.TV**. ^jl 

[0048] 

^-a— 7"i3j;V@^«i.^7 ; 7^x^^5V7°2 0 2 K J: DT^-f 71 (^FH 

fflii*. S2 i 2£jSJt-t.rk#a£U^k#t±, 75>y> (^fh?k) £, ranasfcJB 

J^4H#»&J^fcfHHl3-£T. aSEfr^f- ^-7*2 1 0£iItTtttn2 0 8*^^tU$^T 
fi2 1 2tc8tXS*4iE#2 14^)0ftfcJ:r>T. ®#KfA^X2 0 0^ittS. S 
2 1 2^itfc$iiSk, JE#*S*«fWfc:|iniK$*T, 3*S»#(C*tLTBMW-4. J*** 
T\ ^9>7°4^«±M^ (^H^) £^LTfij2 1 2£PBt, S^^SMil4^(4ffi 

[0049] 

HI 8(4, 2o^#Ea7 : 7s^7^ffiiST''l=l»*%B^7 : VsWx^ffifflL^>'77 u A^^ 
~tWVfo&<, TSSftS <t 3£, 4O«ffiig^7-A3 0 2a, b, ciWdtlK 
ft, fWtL«7-A3 0 2a, b, c iSlt/d^^^^y^S 0 4 a, b, c£J;£/ 
d^tnn^^3 0 0 Srffiffl-TS <T k 3&*TS , ^WM^m 1 coifWISa&'T^'f X 3 0 
A3 0 2 afcjgffSft, IS 2 <0 X 3 0 8#'|fS2<7>T— A 3 0 2 b£SM&3 
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tit, ±M%7-1 >3 1 0#T-A3 0 2ctSSKS*L, M/iib7773 1 
-A3 0 2d{:ffii§^ o fcftWi. 200 l¥l 2fl3BfcaaH$*lfcPCT/US 
0 1/4 74 2 5 tCife^SfLT^j 9 , 7tf A-fe'y7fflBe d f o r dCD5 'J;f°T=J — 
- a;- g 6 A#T" § S ^)*f7MV?1t T- A 3 0 2 d fc^M t T , m$M8M 

[0050] 

-rV^/x3 0 6i3j;V3 0 8$r^x^Ac7)ffico«iSgp (^BR?) teSSRU H14<5DH 
[0051] 

ft&Tft. ^#54 f 3 1 OfcjtALT. rJ^-^3 0 OWfiSP^*. feiVr^'W 

-(73 0 6&j;C<'3 0 8SrffiS!cLT, *#l6«lfflt*aif-|iaB»lt*Jfefr*-4. 
[0052] 

RUttf- & £ i: & . ftCffit ^t*7-t;k«<?)7 * )V9 £-r*A-f X izmWt L . ( 

#>-?m& t't,z j: d ) iHf mm^-s £ t 4 . vc, t>w x * 7 -i y^zmm l . 

V^t77Xf7?SStiI, 4fclil»fcJ*^4£fcj& t, C&4. <1<7)J: 3$r©(i. 
Hy c lone (JL^ffl) ^Stedim (77^7) 3W5£tfca»6$fM(=A#'C& & . 
[0053] 

f&ZtioZ, 
[0054] 

-f77-f yms&mtzwtt &~t ham.coTyx-^-y^mmx'fr^ xzm&t 
&z.bipc*&. ^mmmcvi&m&z.vBtiit, mmm^imi 2 i*c, *aj±777 1 

v <— /pt* & . i-)tli 1 4 2 °c , AMffiT 5 x 3 ; /i^«n £ § h 

h<&kffl2m*-&z.bimmr:*>h. z^y^ x^zmLtzttrnt Lxit. pei (#y 

i-rMiF) , peek, pek, ^f'jx^y, ^'JT'J/wwy, jKimt-s 

t >y ? mm^xmmi&m 1^*75-7^* fca&wf a^ hsc^w^t- 

[0055] 

^mmzim^-^^m^^zmm^titm^^mAx^wn^-^mm^ 

frX$ h . in^Otmi: LT« , ^*=fA . SfflJUtttti' U 3 V^'A . ( S£M 
m&b°t l zJ:&) W^t^U^yrfA^rfc'^Atf^U^yrfAoSnS-^^A, SANTO 
prene Oii^i) ^^xbv^Sifiprffittx^xhv. Sfcl6iffiB4fc(±r»(t 
K»« i 3 *Rff ^ fc J; r> T#AS ti4«Jfi**«Tft 'Jxfl^>a 7c«i4t U 7n e 
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]yyaM^^0^U7 4 >\ PTFESflii. -a-y-v-ylTho r o f a reOAu 
s imont, USA, Hi. I/f'5 *7 x TfflW i ImingtonWE. I. DuPo 
nt de Nemou r s ^^A^t^P FAfeiV'MFA^D §^"5X^14^7 •/ -ft 
'-K'JV-ffitM. WtCffl^-t^^L-^V. KYNAR (^ISffiS) PVDF 

tSIi. VI TON (SiftiffiSO X^XhV. EPDM3X KALPEZtfJg. fcit/^ 

[0056] 

ANTOPRENE (^fiiSfl) X^XN^ia^TIttl^XhV. WtCfSy^ffJi 7^ 
[0057] 

7Wxfcttffl3*i4ffieo*J*Hi* FDA^V-Kyijay. PTFEttltarifoJ: d 
^FD A^'V- Yit^b-th «, 
[0058] 

-*&ffl«3#ufc> *-flW^C*-5t«) i^U (_hiti:T»<9*&lS 

[0®OftMt»?j§] 
[0059] 

[Hi] HWffiKt=»4*iMH<o» i commmcommm^'r. 
[H2] Bssfi«Bt*sia i <n*w%<n%\ commmcommm^-t. 

[03] ±SH«S»tSR*$*ifcH 1 <V*%PMcr>m 1 OSOBBBl^BfiifHt^. 
[ 114 ] fflsHsKBte* £ #?£HJI<7>® 2 ^HMJffiwBffi0£^t\ 

t H5 ] BtR*asifcft 4 h 3 cn^mmw, 2 comwmcr) mwmztat. 

[ 06 ] *!£BJ^fl!lcOl|j|fiffMcDttlr®0 * ScT . 

[ H7 ] ^wmmcnmmmmmmm * ^-r . 

[08] *^BJ^ffi£?)||St^®c7)iflS0^^-r. 

[ 09a ] ^mfcRAfc: & h *ftmwgmtory&m&i&t . 

[09b] S3fc«ffit^4*»HJo09 a^E»«<O§«10£^K 
[09c] BBWta«tftS*«TO^SI9 a^fflffi»M«0|PfSH*55^. 

[010a] #^«tjic&4*^Bg^ii^aif^^i0^*-r. 

[010b] BBJSPK)llfc:ft4*«W«Hl 0 a*OHSglH»OiPFHEI*Srr. 

[0ioc] mm$Lmzh%>*3m<omi o a^gg$t«^«a£^-r 0 

[011a] ^N0SR«SBtcS>S^Hj^fflS«««ISfffi0*^. 
[011b] IHK«ffitC^-i J *^0J!^01 1 a«@jg««^#^i0^^-r, 

[012a] #ffl^SI^&^*^^0JE«««^10*^» 

[012b] ffl^ffi^fcs*%iM(D0i 2 a^HsmaKoiffaH**^-. 

[012c] BITO4«£&&#2&BJ!<7)EI1 2 a<aH®flWeOjSraHSjjr$\ 

[ 013 ] immwmi,z&h*m\<nwimmcn®mm*^t. 
[ 014 ] *«Bj<iof«fw*»ffl- £ iT* 4 . 
[015] *ffi9fr>?>w xcDm<r>mi&Bm£^-tmT$>z>, 
[016a] ^B^^vs^ xcomcommmm^mmmx^'t. 

[016b] ^Bflco-fV^^ X<?Oft!ico||SfiJf^^DfH0T*-to 

[0i6c] ^m<of^u xcomcommn*mmmx^~f » 
[0i6d] j&ffitoTrtj AcDtibcomi&imzMmmT^-t* 

[016e] *f|BH<0r^M X^ffi^^Ss^KrHST^ir. 



(11) 



#!B2008-185218 (P2008-185218A) 



[Bi6f ] j&&fr) i rrt4 x^m^mmmmimmmx-^-r . 
[Hi6g] *m&T'U xemnzmmzmmmnm-t. 

[016h] -teWftOfrtj x&mtOMffiMMZ Wrffi0TSr?\ 

t ni6i ] ^wflto'rJU xcomcommmiWimfflT^'t. 



[01] [02] 




Figure 2 



Figure 1 



(12) 



#!B2008-185218 (P2008-185218A) 




(14) 



#1^2008-185218 (P2008-185218A) 




Figure 13 



(15) 



#1^2008-185218 (P2008-185218A) 





Figure 16b 



(16) 



#1^2008-185218 (P2008-185218A) 



[016c] 



[Hl6e] 



184c \ 

,,,,,, 111 

185c ^^^^^B 




186 



• SI!] 

1 82c T^WIF 
181c 



[016d] 



Figure 16c 



184c 162c 
185c 




186 



185e 




[016f] 



184e 



Figure 16e 
181e 



mmm 



184e 





Figure 16f 



[Hl6g] 



[016h] 



183g 



182g 





188b 



185h 



183h 



Figure 16g 



Figure 16h 



(17) 



#1^2008-185218 (P2008-185218A) 




Figure 17 



[018] 




Figure 18 



(18) 



#!B2008-185218 (P2008-185218A) 



[JgffiB] ¥fi!c20¥3.H 21 0(2008.3. 21) 

[ wjEMmmm^, ] wit hhj^kib 

, friers WE^&sii&iv^c^stvfru friBT^^^mrfafjii 
fmt&w&WMSMMii, m$ttmxmztiz>bti>^ m Mi^^ucom v const 

[11*113] 
[MR3H4] 

Mia^V^-Xti. ^'JX-f ^-f S ^ (PEI ) , PEEK. PEK, sKUX^V, 

^'jru/WMy, ^fur^ndf^^y, ^iji-f^/i/*^, #v?*—uy 
sj-^K, ^ij7x^y^7^\ fcJ:tf**i6<9fi^J: 9&4a^68ftS;h.* 

fflffixA-fxii, sKUx— r/M (PEI) TffMSft&fif^l tctEI^T^ 

-fx. 

[«*II8] 

1 tiEtt^TV-W x 0 

, pep peek, tfvx^y, T?\s$~VJ±&£V c z.^>uxM£*)%:&Wfrt> : & 



(19) 



#!B2008-185218 (P2008-185218A) 



(74)ftSA 100103920 

#a± mm 

(74)ftSA 100124855 

(72)&iK# xf^f -y'y - y°n—)V? x 

T* y#-3*HL v^f-^— t-yy ■ 0 17 19. ^y^x^n-. 'JA^M ■ xyxr • o— T* 
■ 59 

6 9 

(72)f6Bg# • I'JoiT*-* * 

T.X y#-£*Hk v-^-l— fe-yy ■ 0 180 3. A-ijyhy, h"-3> - XhU-1- 25, 

TA-b^Vh • 7 • h"- 
(72)fSBJ§* *r>f -7> ■ tM y^W 

r.x y #~£*H. viff-jx— fyy ■ 0 18 6 4. y-x ■ y-r-r >-y". fxxtv i-xi'j 

-h ■ 13 0 

H2)Wm v-tM y - * y >y j^- 

7\xy;&-6#BL v-^f-j-— t-y-y ■ 0 19 15. t'^'y-. *^7l ■ xby-h • 107. -f- 
>;-\— ■ 2 

F 9 — A (##) 3H063 AA04 BB46 DA02 DB23 DC04 GG05 GG17 GG18 



(20) 



#1^2008-185218 (P2008-185218A) 



S pec i fi cati on 
Title of Invention 

DISPOSABLE, STERILE FLUID TRANSFER DEVICE 

The present invention relates to a disposable, sterile fluid "transfer device. More 
particularly, it relates to a disposable sterile fluid transfer device, preferably in the form of a 
connector or valve for use In the pharmaceutical and biopharrnaceutlcal industry. 

BACKGROUND OF THE INVENTION 

In the pharmaceutical, biotechnology and even food, beverage and cosmetics 
industries, it is often desired to provide a processing system that is capable of handling fluids in 
a sterile manner. This Is designed to prevent unwanted, often dangerous organisms, such as 
bacteria as well as environmental contaminants, such as dust r dirt and the like from entering 
into the process stream and/or end product. It would be desirable to have a completely sealed 
system but this is not always possible with the processes that take place in production, 

There is a need for the introduction or removal of materials from the process stream in 
order to add components of the product such as media or buffers to a bioreactor; withdraw 
samples from the process stream to check for microbial contamination, quality control, process 
control, etc; and to fill the product into its final container such as vials/syringes, sealed boxes, 
bottles and the like. 

Typically, the systems have been made of stainless steel and the system is exposed to 
live steam before use and then cleaned with chemicals such as caustic solutions after use to 
ensure that all contaminants are removed. 

Steaming is the most effective means of sterilization, The use of steam in a set system 
is known as steaming in place or SIP. Saturated steam carries 200 times the BTU heat transfer 
capacity of heated air because of the latent heat released by the steam as it changes from 
vapor to liquid. 

Several disadvantages exist with the use of steam. Any connections to or openings of 
the system made after the system has been SIPd is an aseptic (but not sterile) connection or 
opening. This increases the risk of contamination of the entire system. One typically uses 
alcohol wipes or an open flame to clean the components to be connected, (e.g. connecting a 
sample collection bag to a system after SIP has occurred} and thus minimize the risk of 
contamination. 
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Also the high temperatures and pressure differentials of the steam make the selection 
of filter materials and components very difficult and limited and even then an accidental 
pressure differential at high temperatures can cause a filter; membrane or other non-steel 
component to fail. 

Additionally, such systems that are reused need to undergo rigorous testing and 
validation to prove to the necessary authorities that the system is sterile before each use. The 
expense of validation as well as the cleaning regiment required is very high and very time 
consuming (typically taking 1 to 2 years for approval). In addition, some components are very 
difficult to adequately clean after use in preparation for their next use. Manufacturers are 
looking for ways to reduce both their costs and the time to market for their products. One 
possible approach is to adopt an all disposable system that is set up in a sterile fashion, used 
and then thrown away. 

The present invention provides a connector that can be used in either the traditional 
steel system or disposable system which provides both a means for steam sterilizing the 
mating point ot the connector to the system as well as providing a sterile downstream area or 
component, in pre-sterile condition, that can be disposed of after use and not be recleaned. 

SUMMARY OF THE INVENTION 

The present invention relates to a sterile transfer device for fluids, be they liquids or 
gases. It is comprised of a body having a bore formed through at least a portion of its interior. 
Preferably, it is a central bore formed through the entire length of the body. Contained within 
the bore is a movable plunger. The body has a first and a second end. The first end contains a 
face designed to be attached to the upstream component. The second end is connected to a 
downstream component such as a filter, pipeline, sample bag and the like. The plunger has 
corresponding first and second ends. The first end of the plunger when it the closed position is 
in alignment with the face of the body which combined form a steamable surface and a sterile 
barrier against the environment to the rest of the interior of the body, the plunger and 
downstream components. 

The downstream components are assembled to the device and it is placed in the 
closed position. The entire device and downstream components are sterilized, such as with 
gamma radiation. In use the device and downstream components are attached by the face to 
the upstream component such as a filter outlet, a tank outlet, a T of a pipe and secured in 
place. The system and the face of the device are then steam sterilized in place. The device is 
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then selectively opened when needed establishing a sterile pathway through the device to the 
downstream components. 



The present invention is a sterile fluid transfer device, preferably in the form of a 
connector or a valve. 

A first embodiment of the present invention is shown in Figure 1. The device 2 is 
formed of a body 4 having a first end 6 and a second end 8, The body 4 also has a bore 10 
extending in this embodiment from the first end 6 to the second end 8. The bore 10 as shown is 
formed of three sections each with a different diameter There is the first bore section 12 which 
has a first set dfameter, a transition bore section and a second bore section which has a 
second set diameter that is greater than the first set diameter of the first bore section 12, The 
transition bore section 14 is arranged between the first and second bore sections 12, 16 and 
has an outwardly tapering diameter along its length with the diameter of the transition section 
14 adjacent the first bore section 12 being equal to the first set diameter and the diameter of 
the transition section 14 adjacent the second bore section 16 being equal to the second set 
diameter The diameter of the transition section between the first and second bore sections is 
preferably a linear outward progression between the two bore sections. 
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Contained within the bore is a plunger 18 which has a shape corresponding to that of 
the bore 14. The plunger has a first portion 20 having a diameter equal to or less than that of 
the diameter of the first bore section, a second plunger portion 22 having a diameter equal to or 
less than that of the second bore section and a transitional portion 24 between the first and the 
second plunger portions 20, 22 having an outwardly tapered diameter between the first and 
second plunger portions 20, 22 equal to or less than the diameter of the transition bore section 
14. The plunger 18 atso contains one or more openings 26 in either the transitional portion 24 
or the first or second portions 20, 22 as welt as a fluid channel 27 that forms a fluid connection 
to a downstream component or tubing (not shown). 

As shown, the farthest part 28 of the second portion 22 contains a barb design 30 to 
connect to the next downstream component The plunger also contains several preferable 
elements that are useful but not necessary to the invention. Included among these are a cam 
32 and a connector handle 34, The cam 32 rides in a cam slot 36 formed in the body 4 and 
together is used to limit the length of travel of the plunger 18 in the bore 14. 

The device is shown in Figure 1 in the closed position. One or more seals 38 are 
arranged along the length of the plunger 18 to form a liquid tight seal between various portions 
of the plunger 18 and the bore 14 when they are in the closed or open positions. As shown the 
seals 38 are contained in grooves 40. 

The device 2 is attached to an upstream component or pipe by a sanitary flange 42 
formed as part of the body 4. In the closed position the flange 42 and the farthestmost end of 
the first portion of the plunger 44 form a face 46 against the rest of the system. The flange 42 
can be attached to the upstream component or pipe by a clamp such as a Tri-Clover™ fitting, 
Ladish™ fitting, ClickClamp™ clamp or the like. This face 46 is capable of withstanding steam 
treatment when in the device is in the closed position as will be described in more detail below. 

Figure 2 shows the device 2 of Figure 1 in the open position. To the extent that the 
same reference numbers apply to both Figures 1 and 2 they have been kept the same. 

in Figure 2, the plunger has been moved from the closed position of Figure 1 to an 
open position. The farthestmost end of the first portion of the plunger 44 has been moved back 
from the face 46 providing a passageway 48 to the bore 14 and the one or more openings 24 
and the fluid channel 26 forming a fluid connection between the upstream 50 and downstream 
sides 52 of the device 2. As shown, the plunger is moved rearward or downstream and rotated 
at the same time, as evidenced by the movement of the cams 32 in the cam slot 36. 



(24) 



#1^2008-185218 (P2008-185218A) 



Figure 3 shows the device 2 of Figure 1 mounted to an upstream component 54, in this 
instance a T pipe and a downstream component 56, in this instance a piece of hose or plastic 
pipe. Also shown is liquid tight seal 58 formed between the flange of the device 2 and a flange 
60 (clamp not shown). 

Figure 4 and 5 show an embodiment of the present device 61 in which there is no fluid 
passage formed in the plunger. Instead, the body contains a port 62 which provides the fluid 
connection to the downstream component 64, in this instance a piece of plastic piping. As 
shown in the closed position, the farthestmost end 66 of the first portion 68 of the plunger 70 
seals off the downstream side of the device 61 from the upstream component 72. The port 62 
is shown as being at a 90 degree angle to the length of the body, but it may be any other 
desired angle. 

As shown In Figure 5, when the device of Figure 4 is opened, the farthestmost end 66 
of the first portion 68 of the plunger 70 has been moved back from the face 72 providing a 
passageway 74 to the bore 76 and the port 62 so as to provide fluid communication between 
the upstream component 72 and the downstream component 64 through the device 61 

As shown in Figures 1-5, the seals may be mounted on the plunger of the device. 
Further, the seals shown in, Figures 1-5 are O-rings, either pre-formed and retained within 
grooves on the plunger or formed in place in the grooves of the plunger. However, if desired, 
different configurations of seals and their placements can be used. For example, Figure 6 
shows some seals 80 formed on the plunger 82 with other seals 84 held in grooves 86 in the 
inner surface of the bore 88. 

Figure 7 shows an embodiment with a linear or gland seal 90 is retained within a 
groove 92 on the inner wall of the body 94 and other seals 96 attached to the plunger 98 in 
grooves 100. 

Figure 8 shows a similar design to that of Figure 7 except that the gland seal 90 is 
formed on the outer wall 91 of the plunger 98 and other seals 96 are attached to the plunger 98 
in grooves 100. 

As this is device is provided in a sterile condition, I.e. the interior of the system and any 
component connected downstream of the device is pre-sterilized such as with gamma 
radiation, ethylene gas or the like and shipped in a sterile condition, some type of use indicator 
would be helpful so one knows when a system has been used and should therefore be 
replaced. 

Figure 9A shows a first embodiment of an indicator useful on the present invention, As 
shown in the Figure9A, the body section 102 distal from the steamable face 104 has a series of 
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one or indentations or locking recesses or fixed pawls 106. The plunger 108 has a mating 
detent 110 which is located in one of the recesses before the device is sterilized, The device is 
shipped in this sterile condition with the detent remaining in the recess. In fact, the 
detent/recess combination works to ensure that the device doesn't accidentally open due to 
vibration or handling during shipping. 

The device is then taken from its sterile container in the closed position of 9A and 
attached by its face to the system. The face is then steam sterilized. The device is then opened 
by rotating the handle to an open position as shown in Figure 9B. 

When the device is closed after use! the handle 112 of the plunger 108 is capable of 
moving the detent 1 10 past the first recess and into the second recess 106 as shown in Figure 
9C, This provides a visual indication to the user that Ihe device is no longer sterila In addition, 
it provides a manual indication to the user that the device has been used as the detent 1 10 has 
to be turned past the two recesses 106, each with an affirmative clicking action before the 
device can be opened. Moreover, one can design the walls of the farthermost (used condition) 
recess 1 06 so that the movement out of the recess requires an extraordinary amount of force to 
again indicate to the user that the device has been used and shouldn't be reused, 

Figure 10A shows another embodiment of an indicator useful on the present invention. 
As shown in the Figure 10A, the body section 113 distal from the steamable face (not shown) 
has a series of one or indentations or locking recesses or fixed pawls 106 as well as one or 
more breakaway tabs 1 14. The plunger 108 has a mating detent 110 which is located in one of 
the recesses 106 before the device is sterilized as well as a breaking bar 116. The device is 
shipped In this sterile condition with the detent remaining in the recess and the breaking bar 
being positioned behind the breakaway tab. 

The device is then taken from its sterile container in the closed position of 10A and 
attached by its face (not shown) to the system. The face is then steam sterilized. The device is 
then opened by rotating the handle 112 to an open position as shown in Figure 10B. In doing 
so the breaking barl 16 rotates past and over the breakaway tab 114, causing it to be bent over 
or removed altogether. 

When the device is closed after use, the handle 112 is capable of moving the detent 
110 past the first recess 106 and into the second recess 106A as shown In Figure 10C. 

Figures 11A and B show a plastic feature extending from the body that forms another 
breakaway (or bend-away) indicator, Figure 11 A, shows the valve in its shipped (or pre- 
sterilized) position. It is intended that when the valve is opened, this protruding feature will 
break away or at least bend away from its original position, thereby indicating that the valve has 
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been actuated and should not be used again once it has been subsequently closed, Figurel 1B 
shows the valve in the open position, showing the tab feature as being bent. 

Figure 12A shows another embodiment of an indicator useful on the present invention. 
As shown in the Figure 12A, the body section 113 distal from the steamable face (not shown) 
has a series of one or indentations or locking recesses or fixed pawls 106 as well as one or 
more tab retainers 120. The plunger 108 has a mating detent 110 which is located in one of the 
recesses 106 before the device is sterilized as well as a breakaway or fold over tab 122, The 
device is shipped in this sterile condition with the detent remaining in the recess and the 
breaking bar being positioned behind the breakaway tab. 

The device Is then taken from its sterile container in the closed position of 12A and 
attached by its face (not shown) to the system. The face is then steam sterilized. The device is 
then opened by rotating the handle 112 to an open position as shown in Figure 12B, In doing 
so the tab 122 in tab retainer 120 rotates out of the retainer 120, causing it to be bent over or 
removed altogether. 

When the device is closed after use, the handle 112 is capable of moving the detent 
110 past the first recess 106 and into the second recess 106A as shown in Figure 12C with the 
tab 122 if it remains being bent up and not being returning to the retainer 120. 

As an alternative or in addition to any of the mechanisms discussed above, as shown 
in Figure 13 one may use a shrink wrap indicator 130 over the device or at least the handle 
portion 132 of the plunger 134 and the surrounding body 136 of the device to indicate that the 
device is in an unopened condition. 

As an alternative to the face of the device as shown in Figure 1, one may use a foil 
160, metal or plastic, such as PEI, PEEK, polysulphones, aluminum, stainless steel and the 
like, adhered to the body portion 162 of the face 164 and used to form the sterile seal as shown 
in Figure 14. It is then pierced or penetrated by the plunger 166 to establish a fluid flow. A 
rubber septum in lieu of the foil could also be used. A scored surface can also be used. The 
foil may be adhered in a variety of manners that are well known in the art such as heat sealing, 
vibration welding such as ultrasonic welding, solvent bonding and through the use of adhesives 
such as epoxies and urethanes, 

Figure 15 shows another embodiment of the present invention. In this embodiment the 
body of the device is formed as an integral component of a pipe. Preferably the pipe is made of 
a steam resistant plastic (described below) or alternatively, it may be made of a metal such as 
stainless steel so long as it contains the necessary features of the present invention. The body 
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can be formed as an arm of the piece as shown. The plunger (as shown being similar to that of 
Figure 1) is then inserted into the body of the piece. 

Figures 16 A- 1 show several other connectors devices that fall within the present 
invention, Figure 16A is similar to the valve design of Figure HA. It is comprised of a body 

180, and a plunger 181 contained with in a bore 182 of the housing. The plunger has a fluid 
channel 185 connecting it in fluid communication to the rest of the downstream side of the 
device and beyond. A face 183 is formed by the outermost portion of the body 180 and plunger 

181. Unlike the embodiment of Figure 1, the bore 182 is essentially linear as is the plunger 181 
As shown, the device is in its open positron. The plunger 181 rather than retracting into the 
bore 1 82, is extended out from the bore to expose an opening or openings 184 so as to create 
fluid communication between one en d and the other end of the device. 

Figure 16B shows a close up variant of the design of Figure 16A. In this variant, the 
opening 184B is formed at a right angle to the fluid channel 185B only on one side of the 
plunger. 

Figures 16C and D show a close up cross-sectional view of another embodiment. In 
this variant, the upstreammost portion of the plunger 181C is in the form of series of spring 
fingers 1B6, The plunger 181C is pulled back into the bore 182C to open the device as shown 
in Figure 16D. Fluid then flows into the bore 182C, into openings 184C through the fluid 
channel 185C to the downstream component. 

Figures 16E and F show a close up cross-sectional view of another embodiment. In 
this variant, the upstreammost portion of the plunger 181E is in the form of compression nut 
187. The plunger 181 E is pulled back into the bore 182E to open the device as shown in Figure 
16F. Fluid then flows Into the bore 182E, into openings 184E through the fluid channel 185E to 
the downstream component 

Figure 16 G shows another embodiment of the present invention. In this design, the 
plunger 181G is actually mounted to move laterally within the bore 182G of the housing 180G 
in a push/pull fashion to open and close the device. The face 183G is formed of the upstream 
end of the body and the plunger 181G as shown. 

Figure 16 H shows a rotatable device with the body 180H being formed of two pieces 
188A and 188B. The plunger 181H is contained within a portion of the bore 182H as shown. 
The plunger as shown is in the closed position. The face 183H is formed by the upstreammost 
portions of the plunger 182H and the body portion 188B. Also as shown the upstream 
component is attached to the plunger 1 81 H. As the plunger is rotated from its closed to its open 
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position, the fluid channel 185H of the plunger aligns with a fluid channel 189 of body portion 
188B to establish fluid communication through the device. 

Figure 161 shows another variant of the rotational design. Here the Plunger 1811 is 
retained in the bore 1821 of the body 1801 by a groove 190 and abutment 191. When the 
plunger 1811 is rotated to its open position, fluid may pass through the bore 1821 into the fluid 
channel 185! through opening 1841. 

Figure 17 shows the device of the present invention in one potential application in 
which there is a sterile to nonsterile connection. As shown the fluid transfer device 200 of the 
embodiment shown in Figure 3 is attached by its face {not shown) to a connection point 204 
such as a T fitting on a process pipe 206 as shown. A clamp 202 holds the adjoining and 
mating faces (not shown, but see Figure 3 for details of the mating assembly) of the device and 
the pipe 206 together in a liquid tight anrangement. The exit of the device 208 here in the form 
of a barb is connected to a tube 210 which in turn is connected to a collection bag 212. In use, 
the device 200 is in a closed position and has the tube 210 and bag 212 connected to it. The 
device with the tube and bag are then gamma sterilized (Le, by gamma irradiation) or 
otherwise sterilized. 

The device with the tube and bag Is then attached to the pipe by the device face (not 
shown) by the clamp 202. The face is then steam sterilized along with the remainder of the 
system and is ready for use. When it is desired to fill the bag 212, one simply opens the device 
200 by rotating the handle 214 which moves the plunger (not shown) away fro m the face 
creating an opening into the bore for the fluid to flow out the exit 208 through tube 210 and into 
the bag 212. Once the bag 212 is full, the handle is rotated the opposite direction to close the 
bore to the fluid. The bag 212 can then be closed off via a clamp or hemostat (not shown) and 
removed for further processing or use. 

Figure 18 shows a system using the device of the present invention wherein two sterile 
devices can be connected together. As shown, one can use a connector 300 formed of four 
interconnecting arms 302 A, B> C and D the end of each arm 302 A3, C and D having a mating 
flange 304 A,B, C and D, a first sterile transfer device 306 of the present Invention In attached 
to arm 302A and a second device 308 is attached to a second arm 302B. A live steam line 310 
is attached to arm 302C and a steam/condensate trap 312 is attached to arm 3D2D. 
Alternatively, one could attach a sterile barrier filter as taught by PCT/US01/47425, filed 
December 3, 2001 and available from Millipore Corporation of Bedford, Massachusetts to arm 
302D to remove the condensate after steaming. 
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Devices 306 and 308 are attached to other components of the system {not shown) and 
as with the embodiment of Figure 14 are presterilized such as with gamma radiation before 
assembly the connector 300. 

After assembly, steam enters through line 310 to sterilize the entire interior of 
connector 300 and the steamable faces of the devices 306 and 308. The steam then shut off 
and the steam/condensate is removed to the trap 312 which is then shut off from the connector 
300. Devices 306 and 308 are then opened to form a sterile to sterile connection between 
them. 

Other uses will be found for these devices. For example, they can be used to isolate a 
steam fragile component, such as some filters with steam sensitive membranes, in a process 
line. The fitter especially in the form of a disposable capsule can be attached to the device and 
presterilized (such as by gamma). The device can then be connected to the line which is then 
steam sterilized and the device Is then opened to provide fluid flow to the filter. If desired the 
inlet and outlet of the filter can contain such devices the outermost ends of which have the 
steam sterilizable face. Alternatively, a device can be attached to each end of a length of tube 
to form a sterile transfer pipe. Other uses can also be made of the present invention. 
Additionally, the connector of the present invention can be connected or actually molded Into a 
disposable plastic container such as disposable process bag for the manufacture and transfer 
of biotech products. Such bags are readily available from companies such as Hyclone of Utah 
and Stedim of France. 

The device is formed a plastic material and may be formed by machining the body and 
plunger assemblies and then applying the necessary seals and the like, or preferably by 
molding the body and the plunger separately and assembling them together with the necessary 
seals and other components. 

The device may be made of any plastic material capable of withstanding in line steam 
sterilization. The temperature and pressure of such sterilization is typically about 121°C and 1 
bar above atmospheric pressure. In some instances, it may be desirable to use even harsher 
conditions such as 142°C and up to 3 bar above atmospheric pressure. The body and at least 
the face of the pfunger should be capable of withstanding these conditions. Preferably, the 
entire device is made of the same material and is capable of withstanding these conditions. 
Suitable materials for this device include but are not limited to PEI (polyetherimide), PEEK, 
PEK, polysulphones, polyarlysulphones, polyalkoxysulphones, polyethersulphones, 
polyphenyleneoxide, polyphenylenesulphide and blends thereof. Alternatively, one can make 
the face portion from ceramic or metal inserts alone or that are overmolded with a plastic 
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cover One can also form a polymeric face with a metal outer layer using plasma coating 
processes. 

The seals of the present invention can be made of a variety of materials typically used 
for making resilient seals. These materials include but are not limited to natural rubber, 
synthetic rubbers, such as silicone rubbers, including room temperature vulcanizable silicone 
rubbers, catalyzed {such as by platinum catalysts) silicone rubbers and the like, thermoplastic 
elastomers such as SANTOPRENE ® elastomers, polyolefins such as polyethylene or 
polypropylene, especially those containihg gas bubbles introduced either by a blowing agent or 
entrained gas such as carbon dioxide, PTFE resin, thermoplastic perfluoropotymer resins such 
as PFA and MFA resins available from Ausimont, USA of Thorofare, New Jersey and E.L 
DuPont de Nemours of Wilmington, Delaware, urethanes, especially closed cell foam 
urethanes, KYNAR® PVDF resin, VITON® elastomer, EPDM rubber, KALREZ resin and 
blends of the above. 

Suitable materials for molded in place seals can be curable rubbers, such as room 
temperature vulcanizable silicone rubbers, thermoplastic elastomers such as SANTOPRENE ® 
elastomers, polyolefins such as polyethylene or polypropylene, especially those containing gas 
bubbles introduced either by a blowing agent or entrained gas such as carbon dioxide and 
elastomeric fluoropolymers 

Other materials used In the devices should also be FDA grade components such as 
FDA grade silicones, PTFE resins and the like, 

The present invention provides a sterile and steam steriltzable connecting device for 
fluid transfer. It may be single actuation (one open one close) or ft may be multiple actuations 
with a single sterile connection (multiple openings and closings so long as the sterile 
connection upstream and downstream is maintained), Additionally, with the use of multiple 
seals or seals of long length, one is able to ensure that the sterility of the device is maintained 
even with multiple actuations, 
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Brief Description of Drawings 

Figure 1 shows a cross sectional view of a first embodiment of the present invention in 
a closed position. 

Figure 2 shows a cross sectional view of the first embodiment of the present invention 
of Figure 1 in an open position. 

Figure 3 shows a cross sectional view of the first embodiment of the present invention 
of Figure 1 mounted to an upstream component. 

Figure 4 shows a cross sectional view of a second embodiment of the present 
invention in a dosed position. 

Figure 5 shows a cross sectional view of a second embodiment of the present 
invention of Figure 3 in an open position. 

Figure 6 shows a cross sectional view of another embodiment of the present invention. 

Figure 7 shows a cross sectional view of another embodiment of the present invention. 

Figure 8 shows a cross sectional view of another embodiment of the present invention. 

Figure 9A shows a perspective view of a locking mechanism of the present invention in 
unopened condition. 

Figure 9B shows a perspective view of the locking mechanism of 9A of the present 
invention fn the opened condition. 

Figure 9C shows a perspective view of the locking mechanism of 9A of the present 
invention in the reclosed position. 

Figure 10A shows a perspective view of a locking mechanism of the present invention 
in unopened condition. 

Rgure 10B shows a perspective view of the locking mechanism of 10A of the present 
invention in the opened condition. 

Figure 10C shows a perspective view of the locking mechanism of 10A of the present 
invention in the reclosed position, 

Figure 11 A shows a perspective view of a locking mechanism of the present invention 
in unopened condition. 

Figure 11B shows a perspective view of the locking mechanism of 11 A of the present 

invention in the opened condition. 
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Figure 12A shows a perspective view of a locking mechanism of the present invention 
in unopened condition. 

Figure 12B shows a perspective view of the locking mechanism of 12A of the present 
invention in the opened condition, 

Figure 12C shows a perspective view of the locking mechanism of 12A of the present 
invention in the reclosed position. 

Figure 13 shows a perspective view of a locking mechanism of the present invention in 
unopened condition. 

Figures 14 shows an alternative design of the present invention. 

Figures 15 shows another embodiment of the device of the present invention. 

Figures 16A- 1 show other embodiments of the device of the present invention in cross 
sectional view. 

Figure 17 shows the device of the present invention in one potential application in 
which there is a sterile to nonsterile connection. 

Figure 18 shows the device of the present invention in one potential application in 
which there is a sterile to sterile connection. 
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Claims 

1) A sterile transfer device for fluids comprised of a body having a bore formed through at 
least a portion of its interior, a movable plunger contained within the bore, the body 
having a first and a second end, the first end containing a face designed to be attached 
to the upstream component, the second end being connected to a downstream 
component, the plunger having a corresponding first and second end, the first end of 
the plunger when in a closed position being in alignment with the face of the body, 
which combined, form a steamable surface and a sterile barrier against the 
environment to the rest of the interior of the body, the plunger and downstream 
components, 

2) The device of claim 1 wherein the bore is a central bore formed through the entire 
length of the body, 

3) The device of claim 1 wherein the fluid is selected from the group consisting of liquids 
and gases. 

4) The device of claim 1 wherein the device is formed of a plastic selected from, the group 
consisting of potyetherlmldes(PEI), PEEK, PEK, polysulphones, polyarylsulphones, 
polyalkoxysulphones, polyethersulphones, polyphenyleneoxide, 
poiyphenylenesulphide and blends thereof, 

5) The device of claim 1 wherein the device is formed of po!yetherimides{PEI), 

6) The device of claim 1 wherein the device is capable of forming a sterile to sterile 
connection. 

7) The device of claim 1 wherein the device is capable of forming a sterile to non- sterile 
connection, 

8) he device of claim 1 wherein the first end containing a face has a liquid impermeable 
steam resistant layer attached to It. 

9) The device of claim 1 wherein the first end containing a face has a liquid impermeable 
steam resistant layer attached to it and wherein the layer is selected from the group 
consisting of plastic and metal foils. • 

10) The'device of claim 1 wherein the first end containing a face has a liquid impermeable 
steam resistant layer attached to it and wherein the layer is selected from the group 
consisting of plastic and metal foils selected from the group consisting of PEI, PEEK, 
polysulphones, aluminum and stainless steel. 
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1 . Abstract 

The present invention relates to a sterile transfer device for fluids, be they liquids or gases. It 
is comprised of a body having a bore formed through at least a portion of its interior. 
Preferably, it is a central bore formed through the entire length of the body. Contained within 
the bore is a movable plunger. The body has a first and a second end. The first end contains a 
face designed to be attached to the upstream component. The second end is connected to a 
downstream component such as a filter, pipeline, sample bag and the like. The plunger has 
corresponding first and second ends. The first end of the plunger when it the closed position is 
in alignment with the face of the body which combined form a steamable surface and a sterile 
barrier against the environment to the rest of the interior of the body, the plunger and 
downstream components. 

2 . Representative Dr aw i ng 

Fig, 1 




Figure 2 



Figure 1 
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Fig. 11a 



Fig, 13 




Figure 14 



Figure 13 
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Figure 15 

Figure 16a 




Figure 16d 
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Fig, IBe 
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Figure 16g 
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Figure 16i 
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Figure 17 



Figure 18 
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